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lit 

S mm bZMfift D 0BTiaoT^D^T^§. fc ^ T * to 

CD (Cluster Designation) 4V-#-&WU £«#;g:3E© 
Mlfi^a^©^jS#0M«tP^4-r§A;i/;^Tm (£(T, T H £IBiScT ; 2> 

mmmmiiTV >nm (cytotoxic T lymphocyte) , *y-TMMt 

» W &Sftt b TM, BfeST £ © Kit <& MfcSiSH LT vv* C T L « 
, B«IJBoJ;5lcttKlc»UT^JI»lclglSr*tt#fte^r*©TH:S:<, g 
WM«U^ffi±fc#&T*^Kaj|fcji^*^#: CMHC : t h fcfcHTttfc h 6 
«M (hla) ^7Xi^fl;^tfeIM« 

OKt® (ttK^^K) MftKBLTtfUBTS. CTLlSlOTi 
IS Hz:/*- (PiT> TCRttt) ^i£bfcftI[^:/3 i F$3«fctfMHC*7 
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i«CTLHJ;oT»l:m »*sn*. 

tSCTLS4M H>-tfhD, in vitro) L- < 

\ZML T^S&fci&SfSsT $>%Zt m^m^nx 3 tW->n-V (Greenber 
g, P. D. ) 7H;t>tX- -i> • -fA/DS?- (Advances in Immunology) 
, 1992^»ff; P. 5 (ReusserP., et al. ) . ^5yF (Blood) 

> fH78#, fg5#, Jgl373~1380JC (1991) 3 . ^©^fl&TlSCTL ©tariff 

M&9f««stt t> l < \tmm $ &it#MT? j t<Dmm&&im * s «*» jo £ 

C T L ©ttKWftW(l#jSttft»»*«fct«»l|-r«fc»lcH:, C T L 

2SfflVsTBI3»bfcJl**}HU>/1« (TIL) £fflV>5*^fc3gSH3c ta- 
-f>^9>H • v^-^V- ^« *5^>-> (N. Engl. J. Med.) , ^316^ 
, Sll310~132lK (1986) ;D-g>;H S. A. £ (Rosenbergs. A. , et 
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al.) , N. Engl. J. Med., fg319#, f|25#, £gl 676-1 680JC (1988) 
M. £> (Ho M., et al. ) , Blood, Jg81#, fg8-^, fg2093~210lH (1993) ] 

>9-W(*r>-2 (IL-2) C'Jx;l/ S. A. £> (Riddel 1 S. A., et al 
.) , ^t-^'^^Ayn^ (J. Immunol..) , ni46#, mi 

95—2804M (1991) ) , £3 V^ttMC D 3 ^ a-:J-;i/#i# (ifLCD3mAb 
) tIL- 2 CUx;V S. A. £ (Riddel 1 S. A., et al. ) , ?*-i-)V • 
#7 • <t&SW%)V- *\?yX (J. Immunol. Methods) , Jgl285§, f§2-5f, 
fgl89~201JC (1990) ] £J3V*T, ^nCMVWCTL^D->§W 

SR&IBfg96/06929-SfA>7l^ McttREMtt (rapid expansion 
method) ' #||a*£ttTV>5. COREM^l jRR#ftWCTL*«ttXT H *# 
tTT»IJB©«Iffl^ffl*iSaira*e»* (Expand) 

, fl*OT»ia^D->Si»*S*T*»0TMJfi*JI«RrtBT*D, !aCD3 
», I L-2, afc«fclfe»*W#K:J:Dii*ttft»:<LfcPBMC (peripher 
al blood mononuclear celU *«WM) 

X (Epstein-Barr virus, ETFEBVtB&f) «SBiJi&£&m>TftM#M«C 
aR&H£97/32970-*t/t>7W hfcSi&^REM^BjSSnT^l) 

U>7**-r>«ttft*9-«IJfi (LAKW tt, U>A«^WtI« 
§ 21 fc£ D ?# 6 tl5««^IIWBl?$§ e 21 OR, 
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„ d ©£ 5 \Z bT# £> tlfc L AKMM###li$fc $ £ £*fc#MfflJfrS»*-cr>te 
O^-yyhtfUTlMfiWS. LAKMJSS±KCTLilWfc:, * 

±fB©<h£D> IMIft'J>Al. ^J^CTL, LAKlfi, T I 

I L - 2 OfiJl^^^f H I L - 2 35SJHH 

&mW<D'(>*-U'1*>-2 V^7°$- (IL-2R) t^T^^ltt^D 
IfflJS&S BfcMEfb£tl& 0 Sfc, IL-2RIJU ^©SSft^-A-tl 
Ti6nTH5. £n£©,&£&^T, MglO I L-2R0$gSa£±#$1* 

feCTL ©IffMWC T L i LTi§«£nS»£|R]±£ii-3 21 <h> TfcfeS 

, ^t^o7^mmm\z\tzmmommmMtfi^nxm, ^ne»#iH 

?ijOlIb^#«$tlTV^. 3tt&®aft0E?OttI3B, IIS, II 

imtm-in, £©5%, 1 1 ii^75;iii7i~9 6i©75;tii 

t/p^^tffc&l 4.© 1 1 IS©|B^!l^M-r§^\ -tOS^ 8#@, 9 

#@, 1 o#@ (ut. -wem 11-8, 11 1-9, 1 1 1 — 1 o£« 

§0 ) MM^H^-Ot, */tl2#i, 13#i, 14#g (kt> *n 
ftil 11-12, I I I - 1 3 , I I I - 1 4 tmt&o ) SaA'J >ir£K 
^^>t^-W$tlTV^ 0 ^J^, I I I-10HSVLA (very late 
activation antigen) - 5fe-&M^^nT^D, £© 
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CStff«n5I*«i#4t5. I I I CSdi2 575;**6ftSVLA- 
4 ICS* LT«h&iStt**1* * C S - 1 £#«tt3**W*#£*r*. (Deane F. M 
omer, FIBRONECTIN, ACADEMIC PRESS INC. , pl-8 (1988), Kimizuka F. et al. , 
J. Biochem. 110 p284-291 (1991), Hanenberg H. et al., Human Gene Therap 
y 8 P2193-2206 (1997)) 

[2] lliftt'J>/m 7^W^?X ^©7^^^>h^fd«^- 

n s os^wo*#fiETfc«i», ±i«K***cD^fe < i fe ^-rn^ 1 o 
[i] ib«©7j& 

Sfrfco&feOfcJfc^T, C D 8 iftli^SJt^ttf t§ 0T^§f ie [ 

i] iB«<D7m 

n & ©^^©^arRcifts, mft&&Tm*mm<D&tsi< tb^rnfr 1 •=> 

£frfcofcfe©£tt;^T., 3fflJM«7§tt;« < Hit £tifc ©T& 3 Mi2 [1] 
~ [33 1 ^£fE«©7m 
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C5] vA^u^^y, ^(Dyy?*>h&tcu^n6ow>&wmm\zm 
mh^nxfsi^hor^^mm m ~ [4] ^rna> 1 m\zmm<D^m, 
[6] mmmM%mmm&tc\mM®mmn&r^%mm m tmvjj 

TfT&^tufa [i] ~ [4] n*rna> 1 m\zmm<D%m, 
%7^;mmM%'j>?2.< <tt> io^t&s^u<7°^ft&&#\ &tcittmm 

^MWi-^^u^^HT^^wtB [1] ~ [8] v>rn*u 3?k:ie«© 

7m 

[10] 7^n*#? 1 ><?>7^^>hfr\ mg^tt^^^V^fc^ 

AU>8§&?£tt£W1-£%0T&»fB [9] is«©^> 
[1 1] y^yu^zj-yoyytf^yYifi. E^m©E?ii#^8~ 1 9tt 
^ n 5 r 5 / 0 i"n*^ 5 & « # u ^ y ^ h «k 0 $ n « ^ u y 5 1 

FT^SItfB [9] 

[12] MMtmmy/vtomm. mm^^M±mmo^< th^rn 

(a) mmmimommmtmmmmmmuiz^n^tmmmtoitm^, i~ 

5X10 5 eel Is/cm 2 ££££ 

(b) #t^&B#©#ift*©ifflI&0>»#* J > 1-5X10 5 eel ls/mlT 
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13 [1 2] BBttom 

[i4] tufB [i] ~ [13] ^i*n*u^fciB*0^t«fco#&ns«aia 

[1 5] 1MB [1] ~ [1 3] Vifn^l*K:|B*o^i*fcJ:D#6na»IJB 
[16] 7^D^fX Jt©77^>htfctt^5©Si^St^ 

IB^U^7 o ^F©7 3ymiB^JiCl^±07 5 7m©«m> ^ jPAfel/<» 

m^Mfiwr§^u^7°?FT»?>MiB [i6] iBm©^>^-D'r^>- 
2u±7°?-mmmmi 

[18] 7^n^?^>©77^>h^ MIS*^»j:tX/^rc^ 

-t7°9-%m%fim> 

[19] 7^7*D^^5 : >077^>h^ |B»©ffi»^8~l 9 
KTfcStMB [17] B«0>f>^-n-f*>-2V-fe^-»a*iMffl, 

[2 0] 7^7*P^7fX ^-©7 9^^>b^fett^-ne.©^t!^*M 
[2 1] 7^7*QW>C77^>^ fi«*^l~7^ 
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tl<5T5 J Wmi^U < t t> 1 -o^h^U 3 U ^7°^ F T? * § * & tttt 

ib# y ^5=- For s/kb?iucik±ot s wa*>v<\* 
^jnftrrsTs/ftfi^swr^^u^^F-c^oT, ttBtfu^T^Ft 
ra^«*ft*-r**u^^Fir**«HB [2 0] -£tt®cD8n{^]&®ft 

[2 2] 7^7*n**:F>©75;7**>F^ «Hte8*^kfe<ktf/*£«^ 
^U>«f&«Stt& 5 rtSt>©"e*5lirB [2 1] E«©CD8»ttffilfi©#sfS|Rl 

[2 3] 7^n^^f>077^>h^« E»EW8~1 9Ti 

$n«r5yKE^J©v^n*^&^5#u^7 , ^F«fci3SW$ns#u^7 , 5 1 

F^&SMfS [2 1] |B«OCD8Bttil«l&©it*lRl±S9, 
[2 4] 7^7*n*^>> ^©7^^>b£fc&^ftS©M^tlW» 

[2 5] 7^7 4 n^^>C77^>b^ iaifJiOlB^tf l~7Ti§ 
n*r5yBffiaift£ , &<£ , b l^A/CfcStfU^T'^FT?***^ *fc»tWf 
B# U F©73/*E?llK:l£U:075 ^ #Akb<te 

Pl#Mfg^T§^U^7^FT*§t&IB [2 4] E«©»l]8l««?i&&©!*]± 

[2 6] 7^7*DW>©77^>h^ MfiS^ttS^tf/Sfct*^ 

/\°y >^ffitt£#i~3^©^&3tW2 [25] sB«©j»Bjiia«fins©i^±3Sis 

[2 7] y^^n^^^>079^^>hf)^ E5l3i©E2W#^8~l 9T?SSt 

$n*r5/«B^©^Tn^6**#u^7'5 i F«fcDa*i*n*#u^7 , 5 1 
f*t?*s«te [2 5] tm<Dmmmmm^.<D^±m^tc\mmm, 
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[2 8] y j^u^zj-y, ^oy^if^yv^TcU^nB^u^^KD^^rf 

[2 9] 7 4 7*U*??y, ^<Dy7?*yh%rc\t J £tlB<DM&%}<Dft&l : 

ftfesxn*^* mm^mm ynmz&nz cds m&nM® &m*m±? 

[3 0] 7 47*U%0?-y. ^<D7 7?*yhttc\ttnz<Dm&m<D&?ET 

ni^vxn^ts^tmmtrmmmmmy^mz^xmmmmmm 

[3 1] mmmw'mv ynmz^m&^mxt^xm^^ \z&tstm i 
i] ~ [13] wn^iattB«©^> mtfc 

[3 2] ^mMfcTZUhny-OVT^ 7?JWV7~ 7f;i#^K 
gfcte^ST^-f ;VX£fflViT«AT&tTf3 [3 1] |H^©^ 

m 1 0^ ^n^^xo K^-r ymm^tm^mx^^. 

#5891 \*> 7 4 7n % V ^ £ / * & tt* © 7 9 ^ y h ©#£T fcfSfi 

^nfcWifft'J^i^^^^ m««^tt«<^^n, il-2r 



9 



WO 03/080817 



PCT/JP03/03575 



(1) *5gWt«fflSnS7^^^f>, *i^077^>h 

>*i»77^>Mt 0J*tf, ;ktX^-5r^ E. £ (Ruoslahti E. 
, et al. , '7t-t^ • t7 • ;Htn^;V ■ -JrS^ h U- (J. Biol. Ch'em. 
) , fg256#, »14*, H7277-7281H (1981) ) ORJwfcS^ 5c&j£iR<D 
««^6^Jtfl9lC«»fe'»IBT«Jfi-rs £ Z ZH, *BJM#fcfS« 

$nfc*S^«#/^7^ 7n^^f>^fc}i7^ 7n^^f>77^ >hi 

OWStwrsWffi^lffRtt* ^S^TJ F. 5 CKimidukaF., et al. , 
-i-fr • *7 - /WttSXbV- 0. Biochem.) , f|110#, H284-291K ( 
1991) ) , 3->7'Jyh A. R. 6 CKornbrihtt A. R. , et al. , EMBO 

(embo j.) , mm, mm. 1755-1759 ci985> ) , 

93- K. £ CSekiguchi K. , et al. , n<i h U - (Biochemistry) , 
fg25#, f|17#, 4936-4941 (1986) ] m& D#S Z £#7!**. 

ifell 1-8 (iH^JS©E»^lT*$n§T5 7^ffi^J) , I I 1-9 ( 
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is»©iB^j#^2TS£ft37$/^iOT . 1 1 1-1 o (s&mow&m 
^z^m^ti^y^jWMn) > 1 1 1-1 2 (iH»©E»-^4-ea$n§ 
T^/mm^i) > 1 1 1-13 mmm<Dm^m^5rm^ti^>7^ymmm) 

, I I 1-14 (@S»©E»^61?g$n§75ymiB^I) , fcitfCS- 

D. A. 607jfe [Williams D. A., et al. , ^M^* — (Nature) 
, f|352#> f|438~44lK (1991) 3 ^nS. SSDfrifeKk J&*7>- He 

£#T?#5o mZ&. ±fB©7-YU7AX D. A. &©2fttfc43V*T, iffllSfc 

£&fc7,f 7a*^>07 7^j*>h£LT», C-2 7 4 (ffi^J«©@H^iJ 
#^8T«£tl375y|£IS?i|) , H-2 7 1 (E99S©E59«#9Tf*Sn5 

75/mE^i) , h- 2 9 6 mnmom^mm ox^n^T^ymmm) 

, CH-2 7 1 (E^OE^##l l^$nS7SymE5ll) > CH-2 9 
6 (E#JS0E8I## 1 2Tg£n37== /MIB?!1) > £fc«C-CSl (E5» 

^oe?o##i 3TS£n£7s/m@B?ij) iDawsns^u^^H^ww 

±fECDCH-27K CH-2 9 6, C-2 7 4, C-CS10f77^> 
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C-CSL H-2 9 6, CH- 2 9 6 ttVL A- 4 fcffr&TS 

®ffis^rsiWJfi«i^K^^>s^rr*#u^^HT?*5. H-27 

1, H-2 9 6, CH-2 7 l*«fctfCH-2 9 6 tt^U >»-&H^^f>** 

t«tT?*«. 7-^ ^0^^? >©A/t'J >la n" H^-Y >\t3~D(D I I I SIH^J ( 
I I 1-12, I I 1-13, I I I - 1 4) (a-3Ti^tlTV^„ HUfB 
I I lSI3^!l©5^0-^ i feb<^-^^^^bfeAA°U>^'a-H^<>^^ 

©laM-gr^ji (VLA- 5f§<&#C*lt P r ol239~S e r 1515) t-~D<D I T 
I^»Jt^|g'arU^:7^^^>hT^§CHV- 8 9 (@B?!)S©@H^J#-^ 1 4 
TS$n575ytE^) , CHV-90 mn^OWM^.l 5Tg$n57 
5/M@E^J) , CHV-9 2 (§S»©S2»-*t 1 61?S$tl§T5ymi5^I) 
, »SVi«-^©IIIMIB5!li3&S|g^bfc77^>hT*SCHV-l 7 9 ( 

mn^om^mm Tv&znzr^/mMM) , chv - 1 8 1 (ibmsok 
»^i 8T&£n*75/ifcEai) chv- 8 9, chv- 9 

0, CHV- 9 2tt^ni 11-13, 111-14, III-l 2^£f 
feO-ea&D, CHV-1 79ttIII-13fcIII-14*, CHV-1 8 1 

ui 1 1 - 1 2 £ 1 1 1 - 1 3 ^n^n^ws. 

©H-2 7 5 -Cy s ©gl^#?£K:2pCT±fB&7^^ > h \ZffiU®T$. /M 

m$t\t%zt\z£r> ssjgwt&T & s . mm, H-275-cys (ih«cd 
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, «tt, pK#) ft*jr«tjeft;^"&feVi|BBaoft#W»:'fe>0T*S. 
7^1/-7W©«$IT&D, 75 ttfllK ffAtt, #U^7°^F£& 
, (i) W*«ttU >/^©ffiimStt©»im (ii) I L- 2 RO^li 

©mm, sfc»(iio cd 8mmmo&mfa±.mm<D'j>f£< twrn& 

, 2^©S&SHM>Ml:U>*-tltlK±©7Sy »#Jf A $ n& 7 7 
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198, 423#K«B«0lB«fcS^Tat^ t aai^«J: DfijgfS £ t >bT#3. 

±fB©H-2 7 1 (E^!l#^9) , H- 2 9 6 (ffi2Wfl0) , CH 
-2 7 1 (B2W»11) , CH-2 9 6 (@23Wfl2) ©ft77^>M6: 

±fB©C-2 74 (@H»-^8) 7 9^* > M»l#e5, 102, 988W&ffi» 

\zmmznrzijmz£F>nz>z.ttfT°%% 0 c-csi (E»-^i3 

) 7^^^>h^B*#^3104178^-M«t|Stt$tlfc^fcJ:Df#-5^t 
*S*C€r«. ±f3CHV-8 9 (12^14) , CHV.-9 0 (E#l##15) 
, CHV-17 9 (@B^J#^17) 0§77^>Mi, 0*#fF^2729712^- 
BJiB#fc|H«$nfe7jS^J;D#§^i^T#§c CHV-18 1 (@3?!J 

#^1 8) 7 57^>M£ffli^|«|g97/18318^/1>7W.y McB«*n&*.j* 
lzmVTnZZtWT*%&o CHV-9 2 (|5^J#^16) 77^>h(t 0 
*#M2729712-^HJlBMi;^H^^97/18318#A 0 >7^y h£#iIU 

£ft £> ©7 7 5^ > h &fc\t 7 7 > hfr SSTOfcffSTM 7 7 
^7>Mt T3OB-85660*H*«»O<tf*3(ClTBl#i6l+3li»6 Sftfi 
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FERM BP-2264 Cfr-27l*3-K-f *7"«5K ftfiWrT**»« ; ^f60 1989^13300) , 

FERM BP-2800 «H-!96«3-K TS7° mV ; «KH 1989^5^123) , 

FERM BP-2799 (CH-271£3-Kf *«*T**it ; ^Ff£H 1989^5^120) , 

FERM BP-7420 (H-296£3-K T*r M3K 5 1989^5^120) » 

FERM BP-1915 (C-274£3-h* f&7° MSK ; *KB 1988^63170) » 

FERM BP-5723 (C-CSlft3-Kr*r9»K*«#r**»« ; «KB 1990^3^50) , 

FERM P-12182 (CHV-89&34* ?&7 mV ; 1991^4380) , 

FERM P-12183 (OW-179ft>K'r*7 , M5K ft*#"r**»» ; *KH 1991^4380) . 

J- 3 >^ ^ * - v' 3 > ©Sn*s» D , S<£:® £ V> T HS * 5 

?^*>K $6KMfc«t5IB©J;5fcLT#e>nsiam^7^^n^^?> 

©i*j±, a*««$n&'j >^*fc*w-« iL-2R©fgii©±#, *5«fcrm 

D >A°«ffl^©CD 8 »tt»18^lfc#0fa±^©$|l£*T£ t 

■&* ffiHclil-2 0 0kD, j;f}ffIll«5~19 0kD, Z ZteftmzUl 
0-180 kDT&£ 0 
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( 2 ) if mm u yn^omtism 

s^s«j^aiifi«sffiffiswrs, mmmmmmu (ctd , y>7*# 

(LAKII) , ttSf«iiU>AS£ (TIL) , NK« 
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*5Sli©^SK:*ViT, ^M«ttU>/\°«©MS> »*5J;^/^fe«± 

/t*fe±rjc/*fcttW«||lIJft) lil/TH «A«i-lx 
10 8 cell 8/ml«e*5. Sfc, fclfi£«& < , 5I# 

0WiM§H§ifrMt5^t^f5o 09*.£* 3 7°C, 5%C 

*.f£ ff*fc»0. 0 1~lxl0 5 U/ml, iDfflflftO. 1-1X10 
4 U/m 1 T&So 

fcP15t«&V^i, flAtfO. 0 1-1 0 0 jti g/m 1 ^jfC**. ln;CD3£rL 
>A 0 Jt±©l/-fe7 0 ^-^ttT§i«T»T§Ci:^-r#§ 0 £&, 
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(A) CD4 4C»ft§*t5W 

(B) CD4 4U^>h**«CD4 4K:^r*J:tHJ:>35Sii-e»n5'>^;VS 

(d) liWlfiW^^-fcmsutt^lt^s^t^ 
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Z$/£tc\mCD4 4ffimm^ZftZ>° CD 4 4 U F#CD 4 4 fc^T 

v < \mmm? y * - ictt^sttft* u ^Hf«Hf y* - 1 
=&ffiu>M#*copi^j^frfsnSo ^ne,©^©*^*©*^ f^m 

So 

^r«£fr?i£*^WS, *^0^©W 

, ^t<«0. Ol-lOOOOiig/ml, «fct)$F£U<&0. 1-100 
Ojig/ml, S5l:jffSU<ttl~10 0<tg/mn?»«. fcfc. 
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Dlllftij jfc«EUT^*«: I L - 2 R^*0«Jn*SR» &ns. - 

©3B5i*3&lif;&PLTV>S. I L — 2 R«^MT«W^^1-?>^'14{bV- 
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^07 7?*>b%t£U^ftZ®M&%<D#ft&Ttemm. &&&&&& 

§ (CD8itt) Jfc****^. £©;i<hte> 09*«, ®CD8i 

211,, ^-T||/t7>XSThlillt§, ©CD8im»£»I4& 
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5. -r&to-fe, mmmmmm>/mu, y^^n^^y, z<D77t?*>b 
ti& i -o ttfstz o fc & © £ it^T, < iiit^nfc % ©t& § . 

iW«l:il$n§^ff§lfflt§!:i^t§ 0 «AH 3 7°C, 5%CO 

#3»Jifcfl\ 1"^fe-fe7^7 v n^^^>> -e©7 7^^ >H-Sfctt-€-n 6 

^©*#&#li 45^31 fc«tn«, *Bia«*ttU >/^©^f 

§lfflM«?gtt§lti#§iifc^tlT^©lfflM^:§m$-&§ £ £*JTf#5. Tft 
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*mM<D&*:%m-%mz&*i& ^fjcTLot^w^ i4bw© 

MiCi^Tl 0 0-1 0 0 0^MM©»UfcCTL^#§e:i:^T 
0 Ofo 9 HFMiin 0 0 0^lC«JnLfeLAK«^#5^i^T#5o 
ElSttttU >/^#©Sfc*:i&«m ^^«REM^gfcSEREMST?#&nfe%> 

SB«©^K:«fct)SISb, 5SK«2: 

®8t©»lfl&#*ffl£#©aJR^ W&We0S*^St^§ o -rfcfrls 

«li*^©®« (cm 2 ) ] fcftf ME* (fflft) tt 1 X 1 0 6 c e 1 1 s / 
cm 2 £U> ttlltt 1X10 6 cells/ml K±©W*flET?***«W» 

-n«T©m»»^ 

*«H«©«fift©it (tt*«**©IWJfift/lfc*:**W©«lftft) 3 

ig<&D, ^a©Mia(i*ttu>/^3**#**T?tssi©**wiiB*iit"*. 
^ta^LTtw^iDi^o^i^o, **©y 

0#5M*Tfc*. HOJ^fc, fim©ifflM§ttU>A«©K^*i?^ «* 

0^mz j; d , ^*©»jia* J: r> mm s n&*£T »#© 
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LAKifi^SitSi^, *M©Mfi»«ffi»#te:LAKjBIflt»:D# 
*na»ttl L - 2 Siit§©^TL AKttOi^ 

*j*K:*viT, *mmmm\z% . £©», wr§*^i?©*«^ 
in«ft'j«©ii, »^j:«^i§«©^<<hfevi-rn 

6 i§*H»^^T, TIB (a) £«ktf (b) fl^gftStt 

(a) ^t"*iwifla^*ffis^fc*^*^*ffii«»-r*iifflia*©jt**j, « 

ilttl~5X 1 0 s c e 1 1 s/cm 2 , J; DMfcte 1 0~1X1 0 5 eel 
1 s/cm 2 , mzWMlzUl x 1 0 2 ~5 x 1 0 4 eel 1 s/cm 2 T £ 

3 o 

(b) tttftfOMOftfttf, ffilfctS 1 ~ 5 X 1 0 5 eel ls/ml, «fc D 

1 0 ~ 1 x l o. 6 eel ls/ml, JRNdfJSKifci: 1 x l o 2 ~ 5 x i 

0 4 eel ls/ml T&£ 0 

24 



WO 03/080817 



PCT/JP03/03575 



KT, *5BW©»fc&ftfc«k DCTL - 2: ft WfcttWf 5. 

cTLciiii mb^j$#©#£t, cTLK:Bfa®ttJitte«T*w»iB 
#ft##*rs&&fc. a^^sxra^»tit>fcCTL^©^«^-r?»ttf 

(PBMC) , t-f-» ^UHMBL IMMi*** JftMMMMWW* 

Wfc&»0*fl s CW*.& J- e> (Carter I., et al. ) , <A;n 

5?- (Immunology) > gS57#, fgl^ f|123~129H (1986) ft#fD 

i*«-r^*^fc«, ctl, 7^-^m©i«©«. 4ttiifc««i 

BfflJB (EBV-Btt) iJtftfflSnS. 3^ 7^»SftltI»»©i 
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it^tw^o^stt^irrne'K, mm, 1 x 1 o 5 ~ 7 ceii 

^-1/^7 M. A. £> (Bendnarek M. A., et al. ) , J. Immunol., f?147#, M 
2-§f, |g4047~4053H (1991) £#$0 . *Tc, iaH»t^WT5««M§ 
MS (process) TSfg^WUWS^fcte, SSttCM^tf-rs^ 

c ic £StT § km^7°^ p *^ffl $ n s - 

, mm, yjjvztzEMm&ffim^mmmmffim mmm fzammmm 

mm.i±t?%tcmz\t, mxuxmm(DmMmmM^fc\tT-(h^^^> (mito 

mycin) m<Dm&\Z. ZZMMZft *.fc£<fcV*o 

$km*. ($l*.fc£, M. A. & (Bendnarek M. A., e 

t al.) , J. Immunol., SI 147*, 3112^, Jf§4047~4053K (1991) « 
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*»W©*fttJ:D#6n«CTLBffiaottl(t»*«fcB«r»tt*** 
-TSo ^CTL©WI«gft^©^i:j;!)Wff5. KM 

TffttT^So CTL^W«J:t)liiJi#MWMII§n^GM-CS 
oTttSWrSEfcfcT?**. «*tfCTLSCTL«fttt«#fc 
#ft§FACS (fluorescence-activated cell sorting) Mrt"S££fc£0 

c t l <Dmmmm&*&to?* - 

LAKlIlCStli iffitH^^OW, IL-2tt^i:LAKtti 
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#«€£nst>©T»&<, mz-^mskw-mm (pbmc 

JftX¥, Vol. 14, No. 2, p223~227, (1995^) ; MIS© 
17, (6) , P 1 9 2- 1 9 5, (1 9 9 1¥) ; THE LANCET 
, Vol. 3 5 6, p 8 0 2-8 0 7, (2 0 0 0) ;Current Pro 
toco Is in Immunology, supplement 17, 

un it 7. 7 mm} \z'&?L\t^\ &®m%tmmmzmm*u<^ as 

©lfigil:ffil^^#^ffit§^^^ #|*tf,.3 7'C, 5%CO 

±ib©ctl, LAKmmomm, mm. ^mmtmmiz. 7^7x2*2? 

^±©*§pj u ynm^mm^mz ct o , < «i 

#sn, 1 l- 2 R0$eg*##5ftfc.h#u cd 8»ttiijfi0ifc*««i«a±ufc 

©BIS, J:r«S***©^ < * *> 1 ^ * 5 xg §1lr?n 
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d 8m&Mti&(DSkm%m±?%jjm. mmz^mm^m^ow^rizmmm 
m& u >A#®nm* < 1 1> v>rn# 1 o sfrfc 5 x 

ns. ^tlft^M, ^«5HE-©*>©, *fc«$Sfc*0ffi©fc*©&a\ ft 
u >/\°«t© i l - 2 RmLmmm%MtLT®Lm?zz. 

o IWB*3fc«*«k^IL-2RfgS*M*«itt, #fg$©W^#£ffl 
V\ &&©#&fcipDTi^T5£<hJ^?#§. MfH^M£&& IL-2RH 

mmmmm, ztizi:®, &^mm±(oi l-2 

R ©%SI£Jg3i§ 5 C t T# « . 



29 



WO 03/080817 



PCT/JP03/03575 



d 8 ^-Mis©it^[ni±ffi^m4»©*^i^^ : t^^^^^*^^ taiB i l - 



WO 03/080817 



PCT/JP03/03575 



6J5fa©iWIB^©limfil*!»tl**t"* C ifci D , Ifi5©tt§il^f 
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mm9$m&&GVT& v , mzmm^m\z^xpfm\zmmx^^ a 
»M#ftu >/^si«i-§. ^Mu>/m tccTLn iS^Mws 

il»tfMi^©«Il:lbT^§. *?$&SS8£K::&v>Tfck J£t#©& 

titmmm \z m-r z m&w <Dm^%mm.mz&~o xm±, &fex % & . 
si«<hLT> neiffttij w«*ic^*aifi^ft»A*r*x8ft$ & tectums 

»«FttU>A*o«JS*i*ftiift'r*. fcfc, ttt, JtfirPBA***® 

U >A°it Cfb T«T 2& § C £ S 5 o 

*5g§8©«Bifi««ffiu >/^©sb^> #fcM§«u >mtom±mm 

Jj&%ftDZ.t\z&r), «H$n5U>/^«ODNA««|B3&«i«!jt*n*. £o 
fcfcOSSiRLTftfflT* »»«A©X@^ M#§MeU> 
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i«§n§. mzumz\t, vo\<^2$*-t.hx\t, wu^^o^ 

£ ^flt £ 1t fc % % . 

fe&m<DBmz&mznxKz. mm^zrz-fcft^ mm^ommzMt %m 
t& m±mmoxn\z&^xmfc?mA*ftf3L5<Diz]ffmx$>Zo 

33 



WO 03/080817 



PCT/JP03/03575 



»gss, b*«, 2L>/\>v-mm^&-$*-?-mMi>^?-mz.ftteh 

^ > © B teftJfeft&P&fiB S 1§:T J; V* . 31 A £ ft § ^JfejlfgT 

*%K©^fc«fcn«, b*i£, #A/*©B#oj&«ic«fflan**»K:»*r 

ttit-g^ (multidrug resistance gene) WW&'£tl&o 

^mmmmmy^mzmxLx, mmm\zMrm^m-¥r^^t%x 
TzzLtumntte*. mmztttz^&ztt^TzMfc^tLxfe, mx\t 
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mmm 

(1) 7^yn^^^>7^^^>h©« 

hh7^7n^^?>fi*©77^>b H-2 7 1H Escherichia coli 
HBlOl/pHDIOl (FERM BP-2264) «fcD, *H#fFi£5, 198, 423^BJWtfB«0^ 

kb7^7*0^f>a*©77^>h H-2 9 6, CH-2 7 1 
CH- 2 9 6te^n^n, Escherichia coli HB101/pHD102 (FERM BP-7420) 
, Escherichia coli HBlOl/pCHlOl (FERM BP-2799) , Escherichia coli HB101/ 
PCH102 (FERM BP-2800) £J8V>» En§±flB©lBffl«fcSB«©;£&T?$&5iU ft 

kb7-f7P^f>ft3fE077^>b C- 2 7 4 «U Escherichia coli 
JM109/PTF7221 (FERM BP— 1 91 5) £fflV>, Hft£#BftW&5, 102, 988^BJM : 

kh7>f7*n^f>fi*077^>b C-CSK1 Escherichia coli 
HB101/PCS25 (FERM BP-5723) S)8H, 0*#fF31O4178^^^«^|B*CD75S 

kh7^7*D^5 1 >ft*C77^>b CHV-8 9, CHV-17 9& 
, Jg-n^nBscherichia coli HB101/pCHV89 (FERM P-12182) > Escherichia col 
i HB101/pCHV179 (FERM P-12183) fcfflV^ B*#fF2729712^|ffl#tfB«075 

t h7^yP^^7 c >S*CD7^^^>b CHV-9 O»0*#l i F27 
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IMiU tMJ;DCHV-9 0MbL 

tb7^7*n*^>S*®:7:7^>h CHV-18K1 BBR^niB97 
/mim/^>yUy h\zmm<D^mr, CHV-l 8 l§3-Ht§DNA^ 
WTS^XSH (p CHV 18 1) SflStgb&ft K7^XSH^SA$n& 
:»« (Escherichia coli HB101/pCHV181) £i&*U &j&t6*«k?K ±IB©C 
HV - 1 7 9 tl^«0^Tffl»l/fc. 

(2) C'HV-9 2(DMm 

±fB<2^U^7°^FCHV~ 1 8 l&f83!$'&Sfc»0:77X5 H pCHV 
1 8 lfcOWt, CHV-l 8 lS3-H-rs««'f , OIII- 1 3lg*0t£n-F 
TS«#££#cU&7"7X5 F CHV 9 2%nmisf£o ^»«H*#fF2729 
712-^9liW»ICffi*©, HpCHVl 7 9^6® III - 1 

±B(D7°7X$ Hp CHV 9 21?^ara$nrc^:II0HB 101 (Escheric 
hia coli HB101/pCHV92) S#ttU tt«f«««t 0 B#ftW&2729712^Eittl*te 
|3«©CHV-8 9#U^^H©«l**ttlcJpUTlll«»^*ff^, iSCH 
V-9 2^fi,^»fc„ 

(3) H-2 7 5 -Cy s QMS 

#U^7°?FH-2 7 5 -Cy s &%ffi%1kZ>1tlb<D7'7 7.S. ^UKkTlZmt 
if^tfoTiil/fc. Escherichia coli HB101/pCH102 (FERM BP-2800) «fc D 
y^5HpCH10-2Si«lfc. ^©77X5FWtU @a^J«©IB^!l 

#^20 ^msE^^T^^- 1 2 s tE5ii*©K5o#^2 1 ^«ih^j 
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SNcoI, BamHI (tfefc^J&^/Vftfftft) NcoL 
BamHITilt:lfcpTV118N (^7/H*ttS) S'a >*T 

7°^X5 H^^^-p I NIII-ompAj C^-^-fx^ J. 6 (Ghrayeb 
J. , et al.) , EMBO J. , Jg3#, fgl(Hf, f|2437~2442JC (1984) ] £BamH 
itHincii &*7rt'(*%M) trmith, »J#7nx>f>*-5*-* 
— M^^tsmo. 9kb£>DNA$r>i-£lII€L7Co cn&B amH I tH i n c 
ira^bb^fBO^XS HpRHl fcjB61/T7^y->a>*ffW, 1 a 
c^nt-^- A/vj>|§^H^-f >^n-F-T^DNAif>tfeJ:rXU#7 0 n 

;i<£>7°^X3 FpRHl-TWtl, EW«©E3W#^2 2«»^J^r 
^7^V-Cys -AtSE^JSOl5»^2 3 {d&Sra^-f 7°^ V- 
Cy s -S£&JBV>&PCREJ£©ffe, EUKb&fclBDN AUrfr^N o t I 

o t5bT#5nfcSttDNASSpeItSca'l (^^/Htfftffi) 
»LT#Sn§2. 3kb©DNA$r>ir£, ^77,5 FpRHl-TSrSpe I 
tScal iT?«ftbTt#S>n§2. 5kb<DDNA$r>if£: 

LT a >&frV^ ^7^5 H P RH- C y s g>7°^X 
3 Ftft fu!S£>H~ 2 7 10N*«ffli:Me t-Al a-Al a-Se r©4 

75; wtifittto £ ft. §eiic»cys jwtin $ u ^7°^ h h - 2 7 

5-Cy s#3-F$nW5. 

^U^7°5 1 FH- 2 7 5 -Cy s ttKTO*ftfc± DWftbfc. ±B<D^yX 
3 F p R H - C y s t^figiJ nfc^lfH B 1 0 1 (Escherichia coliHBl 
01/pRH-Cys) S120ml®LB», 3 7 tr? llftJ&fcUfc. ?) HI 

i&bfc»£4 0m 1 0l#fflW (5 OmM Tris-HCK ImM 
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ED T A, 150mM N a C 1 , ImM DTT, ImM PMSF, pH7 
fcil^Iffli«H(5 0mM Tris-HCl, pH7. 5) 
*7Afi©#»fH»'feft*^&^ 0~1M N a C 1 »«43iB&fif^»®ffi 
ffU H— 2 7 5 - Cys 0^ffltfcffiSTSB^**«)T»»H- 2 7 5 - C 

IWJ1 CTLtt(t§CD8lttiW 

(1) PBMC(D^»J;»# 

^ >7;t „^ F . n>.-fe>b©#£tlfcHLA-A2. lMkhMAb't-J;^ 
«JilJ*SPBS(-)*C2fflMWiU Ficoll-paque (7 7JW^7t 
SO ±tSMbT500XgT?20^IBia^*Ufc. >fWS©*«W« WO 
£k°^yhTHI$U ffiWLtco W6LL1tXmmo% FBS (Bio WhittakerftSD 
/10%DMSO (SIGMA&St) KT##L£. 
CTLRWlC»cn&ft#PBMCft3 7°C7km*\ZTl&m&nh, 10/ig/ml DN 
ase (Calbiochemftfi) S^tTRPMI1640««J (Bio Whittaker&S) b 

(2) >7;px>if'7-r;i/x ^tu-cTL©R» 

tt-f >7;VX>ift7^r;V7. ^tU-CTLOiill Bednarek£><D7j}£ CJ. 
Immunology, »147#, fgl2^ HI4047~4053JC (1991) 3 S-*B5Bfe3EUT*Jfi 
Ufcc T&:bt3, 5%thABHM, 0. lmMM-^TS/m, ImM fc!;Hf>«^ 
bU^A, 2mM L-^;V^5> (£TBio Whittaker&fiK lOmM HEPES(^*7-f 
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11640^* (Bio Whit takerftR) (OT5HRPMI tMit ) K1-4X10 6 cells/ml t 
f£Z£5\znMW2- (1) TWftl/&PBMC&»»«, 24^ifflM*7"l/~h ( 
FalconfllS) fclnl/tfxJH'o**, 5%CO ! I^>^a^-^, 3 7°C 

, ^SJ»ttOilHJft*RPMri640#*ftffiViTia«b, i/x#>^-»ttT&± 

* > w « tr h K (iaai*0Eai#* 2 4 cie«o ^ 

hU^X^Df-f > **A2. 1J££H4^^ F) £ «fctfl /i g/ml ©^V^D 
>(X^U7°XM)£^&5HRPMI£0. 5ml^»lU 2B#ffi^fi^T 
-f >+a^-b«, XHURI* (5500R) UTiftHJi^M t L/fc- ^xMi^S 
^^>«ft!ftg||8i3fU, 9x^ftRPMI1640«*ft^ViTi5fe»«, &_k##UT 
*Vifcl/X#>^-HBIS*0. 5~2X 10 6 cells/ml£&SJ;55HRPMIK:raU li 

^*W75^>^ CKT, FNfrfc£*TS) £««10,ug/ml J; "5 

3 7°CT*g*bfcc. #*MMft*2 HBfc, 60U/ml© I L — 2 
»)i:10jiig/mlCDFNfr*^trlml©5HRPMI (tlii IL-2©^#W) £#7x;i/ 
KttAU Sfc5BBKtt«*±«fS^»**n*©I L-2*J:«FHfr«r« 
(WlL-2 0^t) £lmlTo»bfc 0 7 0 @ fc±!E 

tnra^Mfli^MMUfc^t, iaw*«tufc^^*>^-«!ia*o. 5~2xio 6 c 

ells/ilfcfe*«fc5KlBHRPHIfc»»b, W»l/fcttRliw»JB±K:lml/^x^r 
ffilbfc. Jictf, FNfr&»»«10tfg/alift4J;5K:»JPl/fc 
(ttftttftttftl) . S»t2 0Bi:, 60U/il®IL-2S*tflOtfg/il®FNfr 
£^tf (WIL-2 0§-tt) lml(D5HRPMI&^7x;i/»i0Ufe o £fc5 

5(«2Hl^ CTLSBI#Ufc. 
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(3) CTLMIS««^'I4©» 

mnmi- (2) ^mmhrcmmmw^uB^ocThommmmmmt, ca 

lcein-AM*«^fc«fi««Sfta€tt [ijtf>7x^ R. & (Lichtenfel 
SR., et al.) , J. Immnol. Methods, Hl72#, |§2^ ^227~239H(1994)^ 

*#fiETT?**UfcHLA-A2.1ft»EBVh9>X7*-AB|BIJfi («£ 221A2..1 
) £lxl0 6 cells/ml£&3£55%FBS (Bio Whit take rftM) £^DRPMI1640« 

mmmwt, *iM26*Mfc&s«fcsiccaicein-AM (f-^m±sd £»u 

, 37«CT!1 WIB**Lfc. «fiftCalcein-AIIft'fir*fe^*fllK:T«c#*20ft*O 
K562M (ATCC CCL-243) fcg£U Calcein««t«W*BliatUfc. 75:43, K562 

mmmi- (2) TisMbfc^u-cTL^x^x^-m^bTixio 5 

~9X 10 6 eel ls/ml t «fc 3 t5HRPMITS»«, 96^lffl^*^ V- h ©«■ 
C7xJW~100//l/^x;i/To#&bT:fe#, ^ne>^ixi0 5 cells/ralfcflfibfe 
Calcein««*««»ftl00Ml/^x;H*O«JDbfc- JiEttfi»»*©A-3 fc 
7>-h£400XgTl^»m> 3 7 O C0«CO 2 ^ >*A^-*-l*rC4 

, gft^V-HJ-:?- (485ra/538ni) J;:£oTig»±»4«lii£nfccalc 
ein* «SUfco CTLO«B«»?ittttaToa;ifcUfc«Jo 

SCI (%) = 

[ (#*x*0Hft«-***ffl;l) 3X100 
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±^K:^ViT*4N*ffi*»*W«lft*«fcttt562ilfi0*^**r*^x^Ocalc 
einifrtfi**Tf&r), ^M»S©calceing^lS:ffi*^1". Sfc, ftfcfttH* 
MMIifcM^tt^J-efe^Triton I— 100 rKxX^ftS) SO. lXft 
ATJWJftft^lWIL/fclROcalceinifcliiMftwl/TViS. f§«^ 

( 4 ) ctl mmmw*te& n% c d 8 

(2) -epi£bfc2X10 5 cells©CTL£ 1 X/^*M7JVffc 

p (^^T^ftai) sHrirPBS c^x-ffcfi) SJBV>TH£Lfc«. pbs 

«#Lfe 0 @£«£1%BSA (SIGMA&ti) ££m00tf l©PBS*fc»}iU .FI 
TCHilT ^ X IgGl b < «FITC«^ C;XKthCD8^ (t% KlDAKOtfcft) 

St»b, Sfil«A7*^A7;VTtKS«&trPBSR:»»tfc. £©,«£F 
ACS Vantage h > • 5 s * y*>y>a» fcJBttfc^n-lM b U- 
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7^n»^>77^>h CDSIBttWiaS** (X) 

CH-2 9 6 8 8.8 

CH-2 7 1 6 5.7 



H-271 
C-2 7 4 
H- 2 7 5-Cy s 
CHV-8 9 
CHV- 9 0 
CHV- 18 1 



I 1 . 



#m wttimm) 33.0 

H-2 9 6 4 0.1 
C-CS 1 4 1.6 
CHV-9 2 44.0 
CHV- 1 7 9 3 7.8 

ftl4 0ifc*tt*CD8»tt«J6Olfc*« J *^- ffcfcti, 7^n*£^> 
7 ^;*>h£##$ii;5££:K:«J;!K CD 8 BMfiWia***^****^* 4 & 

c t l sraarr* £ tOTtr-e&s z: tWM^&^ fc. 
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(1) myy^y^-i^T, ^tu-cTL©i« 

mmmi- en izmm^mx^m. mhtcnm*®^ mmmi- (2 

iiriMHHsccTLoiiWtt^ mmmi- (3) \zmm<D^m 

(2) CTLWM >^-D-T ^>-2 1/ir7°^-^»CD» 
**«2- (1) Tfii«Ufc«HMI»«14Hi®CTLfc*W*<>^-0 

^f^-2l/t^- (IL-2R) 1 ~ (4) 

%mmmV*$ithlL-2R (CD 2 5) (DAKOfrSD \zM%hfc» 
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S2 



(FHfrttttftl) 




2 9. 


8 


CH-296 




6 5. 


9 


H-2 9 6 




5 9. 


4 


H-2 7 1 




5 4. 


6 


C-2 7 4 




6 1. 


5 


H-2 7 5-Cy s 




7 8. 


2 


CHV-8 9 




8 2. 


3 


CHV-9 0 




4 8. 


3 


CHV-9 2 




5 5. 


6 


CHV-1 7 9 




5 0. 


3 


CHV-18 1 




4 4. 


8 


MSI (FNfrftSsjn) 




4 6. 


9 


CH-2 7 1 




6 0. 


9 


C-CS 1 




7 2. 


3 



^2fc^$n^i:5fc, &n<Dyj~fu*2 ! ?>7 7ff*>h&mMVT!8B 

sn& c t l ^vmiv^n fcM&tiffl*© i l - 2 RWo±wsti 

fee -rfcfr-fe, 7^7'n^^^>7^^^>b^^T^MS^ : f : T5^i:fccfcD 
, IL-2 R^*&M£1*&^ C T L E i *«W«lT?* § H t# 
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(1) K-r>7;vx>if^^;vx ^u-ctlor* 

nmwi- (i) \zGm<D%my.&n> mvtcvBm^m^, nmmi - (2 
) tmmo^mr^ yyjvjiyif^-( )vx * u - c t l omM^fr-o tc* 
mmmw&i4UB<DCTL<DMMmmmm, zmmi- (3) izmmo^m 

(2) CTLCDTOi 

||«3- (1) Til«UfcCTL*5H8PMn?«s*tl, 3X 10 4 eel ls/ml fctMK 
Lfc„ -2r, (l) tiio^SI:i?)»l&HLA-A2.l« 

allogenic PBMC£XMW (3300R) t/, @$!T»f£2~5X 10 6 eel ls/ml ICW« 
bfec ^n^CCTL (3X10 4 cells) ^allogenic PBMC (4~10X 10 6 eel 1 s) § 
10ml©5HRPMIt>L<telO%HycloneFBS, 0.1ril**ii75/i, ImM t 0 ;Hf>^ 
±HJ#A, 2mML-^;i/^5> (£TBio Whittakerttil) ^ lOmM HEPES(^-# 5 
^tX^SS), 1%* hl^y hY^v^-^-S/U > (^nBRL&il) S^tTR 
PMI1640igi& (Bio Whit taker ttiD (£TF, lOHycloneRPMI t&t) IzMML, 
3Sfc^«S50ng/il©iaCD.3#i#: 0f>-fe>1fifttfcft) §iP^.T12. 5ci 2 
075X3 (7 7^3>tS) KAtU 3 7°C fi:£C 0 2 -f ^i"?-*-* 
T?140re«SILfc. CTLM©^5C»Lfct>©i:(iID«SlOMg/ 
mlOFNfr^»bfco FN-frS*DP-&*f fcSI#*ff ofcS*SIPfc«FNfr«SS 

lC»««120D/ilCD I L-2&»1, S5HSiiM4 0@£(llli2~3B^ 
tte%m±.¥H&¥M£1&, 60U/«1CD I L-2§#t^5HRPMI s bL<«10HycloneR 
PMI 5ml§#7 5Xnt»Lfc 0 FNfr»^CD^fc«m«S©FNfr 
^»Ufco StfittlilHttft. 14BBlC*ifim- (3) fcH*©*Sl:TC 
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sfr* mmmmmmm (%) j tLxmrnvit. 
&2 -.mmmmmmw (%) = 

cjs*«*ao«iB««stt <x) /**«*t»o«ft««stt ex) 3 xioo 

aStt***3fcwf. ^*ffc*ViTE/T ratio»4«»IBJBK:*rr*X 
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m . 

E/T r a t i o = 3 



5HRPHI 


aJ AS \ " IN 1 1 JSS««/JW./ 


17.3 




CH— 2 7 1 


5 3.5 




H-2 9 6 


4 9. 3 




C-CS 1 


4 9. 3 




CHV- 9 2 




lOHycloneRPMI 


tfM (FNfr«i*lQ) 


48. 1 




CH— 2 7 1 


2 5 0.8 




H-2 9 6 


16 2. 3 




H-2 7 1 


7 2.2 




C-CS 1 






CHV- 92 


15 7.8 






E/T r a t i o = l 0 


lOHycloneRPMI 


MM (FNfr&jj^An) 


4 6.3 




CHV - 8 9 


6 9. 0 




CHV-90 


7 5.6 






ffl£«*Mttlft& (%) 
E/T r a t i o = 3 


lOHycloneRPMI 


mm (.mimmtw) 


7 0.4 




CH-2 9 6 


113.5 


lOHycloneRPMI 




7 9.3 




CHV- 17 9 


19 0.0 




CHV-1 8 1 


94. 5 
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(1) ^>7.;px>^-r;vx ^u-ctl©m« 

(1) }CSH«077^T^H, ##LfcPBMC£JBt^ MM 1 - (2 

i«ti4as©cTL©iiitifi^ »Ji- (3) \zmm<Dum 
rmmhtctcz, mmm<DmimM(Dmmz^mmmm^<DmuutAjE 

( 2 ) nfc C T L 1I^^§'(>M3^>- 2 l/t7° ^-^TOffliJ^ 

«M4- (i) rmmvrcCTL^mmms - (2) tmno^-t?^* 

^5UT#e»nfe, MWCTLi^^t, «^2- (2) t 
|3«l©7j^IL-2RB»MJfe©Jt*^«Ufe 0 ffi&%m4\Z*? e 
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S4 



7^^n»^f>77^>h I L - 2 R%%»ttlBUa^r» (X) 



(FNfriM) 


1 9. 


5 


CH-2 7 1 


4 5. 


3 


H-2 9 6 


4 7. 


7 


H-271 


4 8. 


3 


C-2 7 4 


5 3. 


5 


c-cs 


3 9. 


7 


CHV-8 9 1 


2 8. 


6 


CHV-9 0 


6 0. 


0 


CHV- 17 9 


5 3. 


7 


CHV- 1 8 1 


5 0. 


3 


MM (FNfriM) 


2 6. 


8 


CH- 2 9 6 


3 6. 


1 


(FNfrSWhO 


1 8. 


•4 


H- 2 7 5-Cy s 


5 6. 


5 


CHV-9 2 


5 9. 


9 


S4i:^n§J;5}i, CTL1 







£ t jfiS Pit IT 2b 5 E i #93 £> ^ left: o It. 
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(1) ta-f>7^X>1f'?-f;^ ^U-CTLOW* 

iiMi- (i) \zmmco^mr^m. mvtcmc^m^\ mmmi- (2 
^wji- (3) iiiBMS«bfci:^5v mmmoyj? 

«f!|5- (1) TJWjSL&CTLfcOVrc, (2) fclB*®*?* 







I L-2RP 


ibhs- (%) 






34. 0 






64. 6 



|fi*EH±K:*«-S I L-2RC5!SlOJ:#^^fc. 
^£D, 7^7'P^^^>#ffiTfcCTLOM#&fT5^tfcJ;C3, IL-2 

(3) CTLO&TCig* 

H»J5~ (1) 7?i8bfeCTLS*ltW3- (2) tHilO^TifoUg 
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\mmu) . ft6n&cTL©«fi«t8Htft*«wi^ (3) tmmo^mz 

ttW (%) J tLTHtfcBLfc. 













mmm^'mm i%) e/t ration 




48. 1 




14 8.9 



Rt£ «fc 2 * £> 7 7 n * * ^ y 1/ -3 tcttmvmm 

(l).FN75^>hBSft 

DW>77^>b («Sl0^g/ml) ft^trPBS*l-2ml*r^»tt^» 
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(2) tfiK>7;VX>if!M;K* ^t'J-CTLOit 

nmmi- a) tiB®©^-c^ ##L&PBMc&fflv^ mmmi- (2 

HISM1- (3) tE*O^SHiib&t«. t»#Mfflb;fc7V-h© 



(3) CTL©^« 

Uli 6 - (2) TiS»UfeCTL^»J3- (2) 
Mfcft@£fc&S£fr:3W&V>77X3&l&B) o igiftfctelOHycloneR 
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_S7 

E/T r a t i o = 3 

MM (FNfr#@gft) 
CH-2 7 1 
H-296 
H-2 7 1 
C-CS 1 
H-2 7 5-Cy s 
CHV-9 2 
MSI (FNfr#@Sfb) 
CH2 9 6 
C-CS 1 
CHV-8 9 
CHV- 9 0 
CHV- 17 9 
CHV- 18 1 

7^*>b&@£'fbL&#3M&# (7V-K 77X3) fflbfcfOCTL 
im^^*^^%>#^TS^W»$Stt^^bTV^c 0 CTLli 

w577^>ht mmizm^Mmmmmmmizumvtc ctl 
53 



4 8. 1 

9 5.4 

9 5.0 
13 3. 9 

7 3.8 
13 7. 7 

92. 7 



18.7 

6 7.4 

7 8.5 
9 0.8 
7 3.0 

112.5 
2 5.6 
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(1) ffi-(>7)VX.>*rV^)VZ ^t'J-CTLOli 

mmmi- (i) fcc*©£tJr«H* mvitvm*R^ mmmi- (2 
mmmmm 4ttu<DCTL®mmm%m* mmmi- (3) \zumo^m 

( 2 ) tlfe CTLC&tfSCD 8 ||§»I^Wit^©« 
«f!l7- (1) THIS LfcC TL 3 - (2) 

^5bT#6tlfc, JfcttS^OCTLfc^T, l - (4) £ 
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C D 8 ISttifflSS^^ ^ (%) 


(FNfriM) 


40. 9 


CH- 2 9 6 


8 5. 1 


CH-2 7 1 


7 2. 1 


H-2 7 1 


8 3. 9 


MM (FNfr*^Jn) 


7 5. 4 


H- 2 9 6 




C-CS 1 


8 6. 5 


KM (FN!r*i»ftl) 


3 3.4 


CHV- 9 0 


7 2. 9 


CHV-92 


5 1.6 


CHV- 1 7 9 


5 7 


CHV- 18 1 


6 3.5 



«c&fcj;t>, c d 8 mmm^mmn^tetf e, > cTLmwtt 

§ c i *SpTH*C 1 » * z: £ WW 5 ^ 
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(1) FN77^>hHSft 

mmmQ- <i) tmrnoimr. mmm (mm) \zy^u^^-yyy 

(2) tftfyyjvx-y&trtfrz **u-ctl©r* 

**m- (i) ram<^&-e?m «#bfcPBMcftfflVi, (2 

e ZOt%, UT«M 8- (1) ^^UfcFNfrSSft^V—b* 

(3) CTLOifcfcJgH 

«f!is- (2) -eiiiii/fccTL*««3- (2) ojsm&vTmxm 

ifiKlJaiOBycloiieBPMISffiVifc. 

d5LT#snfcift^*ia^©cTLte^v^ 2 - (2) tcffi*® 
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7<c7u*tr?> &±%mmi-2ja m±mmmi-2R 



MM (FHfr#Hftfl:) 


14. 4 


6. i 


i 


CH-2 9 6 


6 8.1 


3 4. 


0 


CH-2 7 1 


2 8.3 


1 4. 


7 


H-2 9 6 


2 1.3 


2 2. 


9 


C-274 


3 0.3 


2 0. 


5 


C-CS 1 


5 6.8 


34. 


1 


H- 2 7 5-Cys 


4 3.6 


1 7. 


2 


CHV- 8 9 


34. 6 


3 6. 


8 


CHV-9 0 


4 7.3 


2 9. 


1 


CHV-9 2 


3 7.2 


1 3. 


0 


CHV- 17 9 


5 2.3 


. 16. 


3 


CHV- 18 1 


3 7.4 


1 8. 


3 


g 9 CwSft*«fc3lC, 


CTLf 







7 9*>y*nfefchl£%smM CA"-K 79*rO SttffllfcSCCTL 



9 CD 8 MSilUheH y*?- U -i*y- 2 I/-fe7°^-^©M« 

(i) in;-r>7;i/x>if>7-r;i/7; ^u-ctlobm* 
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mmmi- u> izmm^mx^m, u&hitmc&m^ mmmi- (2 
) tnmois^xm^yy^y^^^ **&y-cTL©R*&fr3&. 
mmmim hhboctl oimwMMSttfc* 1 - ( 3 ) K:fa«©2/& 

(2) CTL}^W-f>^-D^*>'-2Hr^-»« 
*»J9- (1) 7?il«b&«l*Bi6ftl4 0B©CTL (ttCDSttS 
®±) H^W^^-n^ + >-2H^- (IL-2R) 3§§I«©&«S» 
, **m- (4) fcfB«©^^CTfr^feo ^lElOSfefrmi&K 
#t UTFITC«^^Xtat b CD 8 TXMiWt UTPB*WT£*#ifc 
ML-2R (CD2 5) gift: (DAKO&S) SttBLfc. ££££ 1 0 fc^tc 



3S1 0 


CD8/IL-2R-ai»ttlBBS*H^*^ (%) ' 


MJS (FNfi«in) 


3 0.7 


CH-2 9 6 


5 6.8 


^1 0fc^$*l5«fc5fc, 





3J|$nfcCTLK:*VsTttCD8»tt«lfi«Hfc**t* I L - 2 R3S1*0±# 
t J: 0 > C D 8 JfflflS^®_hO I L - 2 R&SS£igira£-£fc# & C T L %mM 

mmm 10 ctl TOiiiiia cmcD8 uttnisiir* 
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(1) &M>7frX>1?V'1)VZ ^t'J-CTLO** 

mmmi- en fcia*©#8rc#*u «#bfcPBMcsfflv\ wji- (2 

40BOCTLOifi*«fitt^ (3) fcB«©*tt 

( 2 ) mjzmmz ntccr l id** c d 8 iwyHie^tttf ©as 

*««10- (1) «WcCTL^»l3- (2) fcWI*0^feT!lfi*: 
#*L£. £5LT#£>n&, Miit©CTLC9^T, 1 - (4 



SI 1 — 










(%) 


CDSHHfcffliaaW* (%) 


*f{S (FNfr^iP) 


5 0.5 


3 1.2 




6 7.3 


2 2. 5 


H-271 


•75.1 


5 1.3 


CHV- 9 0 


7 1.3 


43. 5 
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\zmmx tozztufimbfrKfooit- 

(y j y*U%7?> t7 4 7*U%7^>7 7? h tCDftW 
SEJtWl- (1) fcE*0#B*C#* ##bfcPBMCfcJBl^ Ktffll- (2 
Ii«140@0CTL0ttISm *«H1- (3) ICB*©^* 

( 2 ) »i§*$tlfc C T L \Z&tfZ> IL-2K5fia»tt«llft**tt*©«I€ 

- (1) TH»UfcCTL££Jfi#»l3- (2) tl^M^Tffi^ 



*1 9. 










• IL-2B3fi3B»ttiWia***tt) 


iL-2R56a»ttaiifi-^r*ao 


$J» (FNfrfcSan) 


34. 0 


15.3 




64. 6 


5 0. 6 


H- 2 7 1 


7 6.6 


7 6.8 
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*1 2fcwSn*±5t. CTLiMJ;l«*Wfc7^n^^> 

0, 7^^D^^^>^©%©^Jt^ 7J7*U*# ! ?>77!f*>h<D 
i»J12 CTLOjfcfcW* (7^n^f>i7^P^^>77^ 

(1) s-f >7;vx>tf^^;vx ^ty-cTLoii 

(1) fcflB*0^T?5MK, «#b&PBMCSffiV^ (2 
MSPIMl4 0@©CTL©«{»«mtt^, «#iJl- (3) fc|B«0^Ss 

(2) CTL©tMi 

»|12- (1) T»lSlfcCTL^M3- (2) fcra*0#8rC«;*C 
»ltbfc. ^MltCttlOHycloneRPMISffiVifc. 

£ 5 UTft^«*S ftfc CTL 0«J6«»«tt««ffi*#*l&fcH* ^ £W£ 

Wttflpsnw*** r«»«MteW (%) j tutiu-i«ifc 0 
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MflSft^Sttil^ (%) 




E /T r a t i o = 3 


MM (FNfr*JSlP) 
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CH- 2 7 1 


2 5 0. 8 



^*>hS*jDL&#0CTU4, 7j7U*7 : ?>77!f*>h*miJalsi3Lft 

mmmi 3 LAK,tt(Lymphokine-activated killer cells)****:*!** 
( 1 ) irt b b CD3in;#:^ J; tfFN U < \$M7 9 ^ > h Hjfeft: 

«12.5cm 2 «ig*7 5^n (Falconthfi) «t hmmfc ft >t 

) (*Jf*g5#g/ml) ft-firtlPBSftlil (Uft7'V-h(D&&) £fc&2ml (12.5c 
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> hmm\m74 luwr^fttmMw 1 ke«©#7^ t-o*^>7 

yff*>h (FNfr) £H«m(Wml (iifC/U-hom^) £&m5#g/ml ( 
12. 5cm 2 7^^ 3 £fca<fc5K:*JnLfc. ffli^ 7^7*n**^ 

x;V^PBST2ISI, 5%fchABMJMf (Bio whittaker&S!) , l%Xbt/7°h 
v ^-»-^~i,iJ> (^^3BRLt») ^tfXVI VO20« (Bio v 
hit takers®) (£TF 5 HX V I VO 2 0 fc**) TllHife£L#**fc«U& 



(2) LAKlWi'^i^i 
5HXVI V02 OfcO. 5~lxl0 6 cells/ml2:&§£5fc«m- ( 1 ) Til 

«bfcPBMc*«»n, wi3- (i) ^mmvrz^h CD 3mm^it^ 

U-K S&ttttfc bCD 3fei«i:^7^7 + n^^^> ! bb<OTfr@^t:7 0 
l/-h£lml/7x;Kf^£^ *«miOOOD/Blift* ±5^11.-2 («*«& 

Jg*S*&&2BB» 3Blfcm000U/il®IL-2ft£tt5HXV I V0 2 0Slml/# 
xJVfoIitlUfc. **Htttfe4BifciJtti:5HXVI V0 2 0ftJBV>T#* 

htcmmm^hmMitvx^fs:^mh^yyxn\z^L, mmmoov/*\tte 
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^cDm^mm^mtmrikmm^mm • mm? % z. t-mmvb&z. taw £> 

SEQ ID N0:1 ; Partial region of fibronectin named I II— 8. 
SEQ ID N0:2 ; Partial region of fibronectin named I II— 9. 
SEQ ID N0:3 ; Partial region of fibronectin named 111-10. 
SEQ ID N0:4 ; Partial region of fibronectin named 111-12. 
SEQ ID N0:5 ; Partial region of fibronectin named I II— 13. 
SEQ ID N0:6 ; Partial region of fibronectin named III-14. 
SEQ ID NO: 7 ; Partial region of fibronectin named CS-1. 
SEQ ID N0:8 ; Fibronectin fragment named C-274. 
SEQ ID N0:9 ; Fibronectin fragment named H-271. 
SEQ ID NO: 10 ; Fibronectin fragment named H-296. 
SEQ ID NO: 11 ; Fibronectin fragment named CH-271. 
SEQ ID NO: 12 ; Fibronectin fragment named CH-296. 
SEQ ID NO: 13 ; Fibronectin fragment named C-CS1. 
SEQ ID NO: 14 ; Fibronectin fragment named CHV-89. 
SEQ ID NO: 15 ; Fibronectin fragment named CHV-90. 
SEQ ID NO: 16 ; Fibronectin fragment named CHV-92. 
SEQ ID NO: 17 ; Fibronectin fragment named CHV-179. 
SEQ ID NO: 18 ; Fibronectin fragment named CHV-181. 
SEQ ID NO: 19 ; Fibronectin fragment named H-275-Cys. 
SEQ ID N0:20 ; Primer 12S. 
SEQ ID N0:21 ; Primer 14A. 
SEQ ID NO: 22 ; Primer Cys-A. 
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SEQ ID NO: 23 ; Primer Cys-S. 

SEQ ID NO:24 ; Designed peptide based on matrixprotein derived from infl 
uenza virus. 
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2 5. 7^DWf>©79^>W B5»Ol3IHl-7T«^ 
2 6. 7^o^f>©77^^^ «ft»WHt*J:^/*fc»^ 

2 8. -7-f:/n*W, W7^>b *fcW*n S> ©S**©#«Tfc 

2 9. 7^7n^f>, ^©77^^ > b tfc^ti5©i^H0#eTC 
75&. 
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3 0. 7 4?UW?>* *©77^>bSfc»^&©S^*^" ir,: 
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SEQUENCE LISTING 

<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activit 
y 

<130> 03-021-PCT 

<150> JP 2002-84414 
<151> 2002-03-25 

<160> 24 

<210> 1 
<211> 87 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronect in named 1 1 1-8 
<400> 1 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 



1/38 



WO 03/080817 



PCT/JP03/03575 



20 25 30 

Val Arg Tyr Ser Pro Val Lys Asa Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 



<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 1 1 1-9 



<400> 2 

Gly Leu Asp Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala 
15 10 15 

Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 

20 25 30 

Gly Tyr Arg lie Arg His His Pro Glu His Phe Ser Gly Arg Pro 

35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 
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50 55 60 

Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leo 

65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr 

80 85 90 

<210> 3 ' 
<211> 94 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 1 11-10 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
15 10 15 

Thr Ser Leu Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 ' 30 

Tyr Tyr Arg He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He 
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Asn Tyr Arg Thr 

<210> 4 
<211> 92 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named II I— 12 
<400>. 4 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu 
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<210> 5 

<211> 99 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 1 1 1—13 
<400> 5 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
15 10 15 

Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr He Thr 

30 ' 35 40 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro He 

45 50 ' 55 

Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He Thr Gly 

60 65 70 

Leu Gin Pro Gly Thr Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn 

75 80 85 

Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser Thr 

90 95 

<210> 6 
<211> 90 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named II I— 14 
<400> 6 

Ala lie Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 
15 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He Thr 

20 25 30 

Gly Tyr lie He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu lie Gly Arg Lys Lys Thr 

80 85 90 

<210> 7 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named CS-1 
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<400> 7 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Gly Pro Glu He Leu Asp Val Pro Ser Thr 
20 25 



<210> 8 
<211> 274 
<21 2> PRT ' 
<213> Human 

<220> 

<223> fibronectin fragment named C-274 
<400> 8 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
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65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 , 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
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260 265 270 

Thr Glu He Asp 

<210> 9 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> f ibronectin fragment named H-271 
<400> 9 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 ' 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 .70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
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95 100 105 

Thr Gin Thr Thr He Thr lie Ser Trp Arg Thr Lys Thr Glu Thr 
110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 
125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 
140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 
155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 
170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 
185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 
200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 
215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 
230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 
245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr 



10/38 



WO 03/080817 



PCT/JP03/03575 



<210> 10 
<211> 296 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibroneciin fragment named H-296 
<400> 10 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 
20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 
35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 
50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 
65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 
80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
95 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 
110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 
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125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 H5 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 

245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 

260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 

275 280 285 

His Gly Pro Glu He Leu Asp Val Pro Ser Thr 
290 295 



<210> 11 
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<211> 549 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-271 
<400> 11 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

1 5 ' 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 
Ser Pro Thr Gly lie Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 
Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 
He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 



13/38 



WO 03/080817 



PCT/JP03/03575 



Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 ' 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 
Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 
Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 
Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 
Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 
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Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 

455 ■ 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 

515 ' 520 525 
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Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 
530 535 540 

Glu Pro Leu lie Gly Arg Lys Lys Thr 
545 



<210> 12 
<211> 574 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296 
<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
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80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Glu Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
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275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg .Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 
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470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp 

560 565 570 

Val Pro Ser Thr 



<210> 13 
<211> 302 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named C-CS1 
<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 



19/38 



WO 03/080817 



PCT/JP03/03575 



1- 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 ■ 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 



Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 . 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
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200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 ' 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 ■ 270 

Thr Glu He Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 .285 
Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp Val Pro 

290 295 .300 

Ser Thr 



<210> 14 
<21i> 367 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-89 

<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
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15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 .135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
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200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr lie Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 .360 

Val Val He Asp Ala Ser Thr 

365 



<210> 15 
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<211> 368 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-90 
<400> 15 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 ■ 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Glu 

65 "70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 

110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 
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Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Asp Ala Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu 

305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 
320 325 330 
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Gly Val Thr Glu Ala Thr lie Thr Gly Leu Glu Pro Gly Thr Glu 

335 340 345 

Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu 

350 355 360 

Pro Leu He Gly Arg Lys Lys Thr 
365 



<210> 16 
<211> 370 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment naied CHV-92 
<400> 16 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
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'65 70 75 

His Gin Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser The 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
.200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
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260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 . 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 , 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 
Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 
Pro Ala Gin Gly Val Val Thr Thr Leu Glu 

365 370 



<210> 17 
<211> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-179 
<400> 17 
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Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

.His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 ' 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser .Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 I 95 
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Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 ' 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 
380 385 390 
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Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys 

395 400 405 

Pro Giy Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr 

425 430 435 

Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 . 445 450 

Leu He Gly Arg Lys Lys Thr 

455 



<210> 18 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-181 
<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
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35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
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230 ■ 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 
290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 
305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 
320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 
365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 
380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 
395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 
410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 
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425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr 

455 



<210> 19 
<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named H-275-Cys 
<400> 19 

Met Ala Ala Ser Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr 
15 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 45 

Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr- Lys Tyr Glu Val Ser 

65 70 75 
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Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

80 85 .90 

Val Val Thr Thr Leu Gin Asn Val Ser Pro Pro Arg Arg Ala Arg 
95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr He Thr lie Ser Trp Arg Thr 

110 115 120 

Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro He Gin Arg Thr lie Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 

Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly 

215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He 

245 250 255 

Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He 

260 265 270 
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Gly Arg Lys Lys Thr Cys 
275 



<210> 20 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 20 

aaaccatggc agctagcgct attcctgcac caactgac 38 

<210> 21 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer HA 
<400> 21 

aaaggatccc taactagtct ttttccttcc aatcag 36 
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<210> 22 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 22 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 40 

<210> 23 
<211> 41 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-S 
<400> 23 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 41 
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<210> 24 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Designed peptide based on matrixprotein derived from influenza vir 
us 

<400> 24 

Gly He Leu Gly Phe Val Phe Thr Leu 
1 5 
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